The McClure-Aldrich Test in Dermatology With Special Reference to the Bullous Dermatoses**From the Department of Dermatology and Syphilology of New York University-Bellevue Medical Center, Service of Dr. Frank C. Combes. by Canizares, Orlando et al.
THE McCLURE-ALDRICH TEST IN DERMATOLOGY
WITH SPECIAL REFERENCE TO THE BULLOtTS DERMATOSES*
ORLANDO CANIZARES, M.D., FRANK C. COMBES, M.D., S000RRO SIMUANGCO,
M.D. AND JEROME KAUFMAN, M.D.
In 1923 McClure and Aldrich (1) reported their results obtained with intra-
dermal injections of saline solution into normal and edematous skin. They in-
jected intradermally 0.2 cc. of 0.8% aqueous sodium chloride and determined
by palpation the end-point or time of disappearance of the elevation. They
found that this disappearance time of the wheal was shorter in edematous skin
than in the normal, and that it was almost in inverse ratio to the degree of edema
at the area of injection. The disappearance time in normal skin was found by
them to be over an hour. In 1924 (2) they explained the disappearance of the
elevation obtained by the intradermal injection of saline solution as due to an
increased avidity of the tissues for water.
This test has been extensively studied by many investigators. Shortly after the
original article, several authors reported finding a rapid absorption time in the
absence of palpable edema in cases of malignant scarlet fever and diphtheria
(3), toxemia of pregnancy (4), in thyrotoxicosis (5), jaundice (6), pneumonia
(7) and cardiac decompensation (8).
In dermatologic literature this test is rarely mentioned. Baar and Benedict
(9) noted a shortened absorption time for eczematous children, who were found
to have a higher content of body water than normal infants. Adlersberg and
Perutz (10) confirmed this observation in laboratory animals. Seeberg (11)
showed that the disappearance time in eczematous skin was 5 minutes while in
normal skin it was 35—65 minutes. Some investigators have found normal vari-
ations in the disappearance time which are worth mentioning. White and Irvine-
Jones (12) found that it ranged from 21 to 95 minutes. Giddy and Inglis (13)
stated that the disappearance time normally varies between 25 to 105 minutes
in women, and 29 to 120 minutes in men; an average of 58 for women and 63 for
men. It was also found not to be the same in different parts of the body. Aldrich
and McClure were the first to notice this. They found that the disappearance
time in the arm frequently differed from that in the leg of the same patient.
In spite of intensive work by many investigators, the significance of the saline
solution test has not been definitely established. Aldrich and McClure believed
that the rapidity of absorption might be a measure of the tissue's avidity for
water or "tissue thirst." Lichtenberg (14) expressed the opinion that the absorp-.
tion time depends on the state of hydration at the site at which the test is per-
formed and the mechanical ease of diffusability of the injected saline solution
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into the intercellular spaces of the skin. Giddy and Inglis (13) concluded that
the test does not indicate the status of the general water metabolism but rather
gives information concerning the local water balance of the tissues at the site of
injection. We agree with this latter interpretation.
In order to explain the mechanism of absorption of the saline solution White
and Irvine-Jones (12) state that the disappearance of the wheal is mainly due to
the spreading of the fluid intercellularly; the removal of fluid by the blood stream
playing only a minor role.
EXPERIMENTAL
Intradermal saline tests were performed on 86 patients with cutaneous dis
eases. Twenty-nine were bullous dermatoses and 57 were classed as miscellaneous.
The technic followed was that described by Seeberg: 0.1 cc. of an 0.8% solution
of sodium chloride was injected intradermally. To standardize our study we
selected two areas, the flexor aspect of the forearm and the extensor aspect of
the thigh. In all cases tests were performed on both these areas. It was soon
found that the test on the thigh was difficult to evaluate so more emphasis was
placed on the forearm test. The normal disappearance time was considered to be
over 30 minutes.
TABLE I
Miscellan.eous dermatoses with normal disappearance time
DIAGNOSIS NO. OP CASES AVERAENO.
AVERAGE DISAPPEARANCE TIME
(IN MINUTES)
Arm Thigh
Atopic eczema
Psoriasis
5
3
1
3
41
36
31
30.5
Infectious eczematoid dermatitis 2 1 62.5 47
Herpes zoster
Localized neurodermatitis
5
3
1
1
35
48
41
41
Dermatophytosis
Pediculosis corporis
Dermatitis venenata
1
1
7
1
1
2
60
65
56.5
54
70
49
Erysipelas
Seborrheic dermatitis
1
2
1
2
45
67
47
33.5
Lymphogranuloma venereum
Nummular eczema
1
1
3
1
61
37
42
36
Keloids, multiple
Erythema induratum
Leprosy
1
1
1
1
1
1
33
71
56
60
61
45
Localized scieroderma 1 1 35 42
The cases of miscellaneous dermatoses with normal disappearance times are
presented in table I. It was found that when the test was performed at a distance
of approximately 5 cm. from an eczematous patch the disappearance time was
shorter.
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TABLE TI
Miscellaneous dermatoses with rapid disappearance time
DIAGNOSIS AGE SEX RACE
DISAPPEARANCE TIME (r& MINUTES)
1st 2nd 3rd 4th
COMMENT
Obesity 42 F B A—14
T—12
A—13
T—14
Also had neurotic ex-
coriations
Exfoliative der-
matitis
1. M. C. (D.
venenata)
2. E. G. (idio-
pathic)
3. F. R. (pso-
riasis)
68 F B A—b
T—5
A—40
T—67
A—18
T—25
A—15
T—31
Between 1st & 2nd tests
remission in skin con-
dition for interval 8
weeks
35 F P.R. A—2
T—i
A—li
T—25
Between 1st & 2nd test
ii week interval. Con-
dition improved
64 F W A—i
T—2
A—5
T—5
With rheumatoid arthri-
tis now in remission
with ACTH
Hypostatic der-
matitis
1. C. B.
2. A. J.
3. A. M.
4. L. W.
5. H. M.
6. P. D.
49 F W A—9
T—14
Seborrheic eczema and
obesity
65 F W A—26
T—5O
A—GO
T—43
Clinically improved
75 F W A—i9
T—13
A—35
T—34
Improving clinically
63 F W A—30
T—20
Diabetes mellitus.
HCVD. Compensated
56 M W A—9
T—5
Dermatitis venenata
60 M W A—12
T—3
A—22
T—22
Clinically improved
Urticaria
1. R. M.
2. J. T.
42 M W A—15
T—13
Etiol. Penicillin
41 M W A—2
T—25
A—13
T—4
Due to penicillin
Nutritional
edema
60 M W A—9
T—3
Pediculosis corporis
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TABLE TI—Continued
DIAGNOSIS
Subacute Dissem.
L.E.
1. A. F.
2.S.M.
AGE
35
SEX
F
RACE
W
DISAPPEARANCE TIME (IN mImTEs)
1st 2nd 3rd 4th
A—20 A—16 A—23
T—22 T—12 T—25
COMMENT
Cachectic
36 M W A—26
T—41
Scieroderma (dif-
fuse)
1. L. S.
2. M. MeD.
45 F W A—35
T—36
A—26
T—35
Difficult to raise papule
27 F B A—19
T—7
Mycosis fun-
goides
66 M W A—27
T—27
TABLE III
McClure-Aldrich test in bullous derniatoses
DIAGNOSIS NO. OF CASES NO. OF TESTS
AVERAGE DISAPPEARANCE TIME
(IN MINUTES)
Arm Thigh
I. Pemphigus
a) Pemphigus vulgaris
b) Pemphigus foliaceous
c) Pemphigus vegetans
d) Pemphigus erythematodes....
II. Erythema multiforme
III. Dermatitis herpetiformis
17
11
4
1
1
8
4
3
4
4
1
4
5
15.6
6.5
40
33
34
24
13.5
5.9
38
100
27
28
Total number 29
Table II shows several diseases which often gave a rapid disappearance time.
In some instances this was due to the dermatoses but in others it was due to an
associated systemic disease.
The results obtained in bullous dermatoses are presented in table III. It shows
that rapid disappearance time was found in all types of pemphigus except the
vegetating type, the most rapid being pemphigus foliaceous.
In bullous erythema multiforme (table V) and dermatitis herpetiformis (two
patients) the disappearance time was short during exacerbations of the disease
and returned to normal when the patient improved. This was not observed in
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patients with pemphigus. In this disease the intradermal saline test showed a
decided downward trend regardless of remissions or exacerbations (chart 1 and
table IV.)
70
60
50
40
CHART 1. PEMPHIGUS AND MCCLURE-ALDRICH TEST
Chart showing the disappearance time remaining rapid regardless of variations of the
clinical picture.
SUMMARY AND CONCLUSIONS
The intradermal saline test, known in the literature as the McClure-Aldrich
or Aldrich-McClure test, was performed on 86 patients with different derma-
toses, of which 29 were bullous. A total of 214 tests were made. In each instance
the flexor aspect of the arm and the extensor aspect of the thigh were used. This
latter location was found impractical for the proper reading of the test because
of the thickness of the skin.
In our opinion the disappearance time of the wheal caused by the intradermal
injection of saline solution merely indicates the degree of local edema.
The disappearance time was found consistently rapid in cases of exfoliative
dermatitis, urticaria, dermatitis hypostatica and subacute disseminate lupus
erythematosus.
In patients with eczematous lesions it was found that the disappearance time
was rapid if the test was performed at a distance close to a clinical lesion (within
5 cm.), although the area injected was apparently normal in appearance.
The bullous dermatoses gave a rapid disappearance time.
CLINICAL
COURSE
EXPIRED
REMISSION
REMISSION
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In pemphigus foliaceous, readings were extremely low. In pemphigus vulgaris
they became abnormal several weeks after the onset of the disease and remained
rapid regardless of variations of the clinical picture. In bullous erythema multi-
forme and dermatitis herpetiformis the disappearance times were short during
the exacerbations of the eruption and later returned to normal, thus running a
course parallel to the clinical picture.
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Dn. FREDERIcK REIss: I wish to make a short comment to this very interesting
paper. I happened to observe a case of disseminated bullous Darier's disease in
which the diagnosis of pemphigus foliaceus and bullous Darier's was considered.
We also performed the same test in that case and besides the clinical and histo-
pathological manifestations the McClure-Aldrich test also served as a differential
diagnostic means, as Dr. Canizares has demonstrated.
In reply to Dr. Reiss, I am glad to know that he found the test of value. In
the differential diagnosis of bullous dermatoses a single test is not enough; the
case should be followed over a period of time. A persistent rapid reading will
favor pemphigus, while one returning to normal when the patient gets better
will indicate erythema multiforme.
